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JCKfflBrHT«ia»rr3TB6#6^ ffiSlK 









(54) ismozm 

S-WSmm G K K 1032ft-&<8> 



(57) 





[fcl4] 



J« ( i ) [a*, xiajje* (in *^«i±ie^ 
din m$*u>«$:3H-] Tmti&±mrsmi 


(in) 


ffGKKi032ft£ft i fctt*(&a@lSWcfflF#S*iS 


!(2) 001-247574 (P2001-2 448 



[sSttu XtisS (II) 

Mk2] 



(") 


4fctt* (ill) 
[ft3] 



(iu> 


<5$#. RtibKn^x^^fiffiSr^a^rvSr^-r) 
] t«S*i4^aigffiHWJGKK1032 

[fi*3i2] a«(in 

Hfc4] 



(") 


[ft 5] 



(III> 


[11**4 ] S(Iaa) 
Ut6] 



(iaa) 


[IWWI5 ] S^**||Hi*3 4fctt4K 

^4S«§tt!fe«GKK1032ft^j4^{i-eo^a^6<)t 

in&X7 ] mm 1 -6 ^-nujH^mco^ws 

tHMtGm<B2ffc£ft£&**- 616* ^ y 

mum. 

*7l* ■ Xb*-x-X ( Penici Ilium sp. ) GKK10321* ( F 
ERM BP-683 4) £igf*U ZK>®miZ m 

mm9 1 mm 1 ~6 wrtuMzsmwmrs 

tt9M(GI«1032fl:&ft4 tzii*<Dm®¥mz^%Z tit 

mm 1 0 ] mm 1 ~6<^-f*uwcfes^£Ji 

«ft!fimGKK1032-f^4 lzii*c?)2m¥mzff®Ztl 

imm 1 1 3 mm i~6<ov^*>fciE»^a 

&1»»GKK1032ft#ttlj4 fc ^SWcltg £*i 

mm 1 2 ] frag i^6wiydMz&mp>£m 

•J^A ■ Xt-i^-X ( Penici Ilium sp. ) GKK1032f5f= 
(FERM BP-6834) . 

[000 1 ] 

u txmi ■ trnmt Lx^mte^m^mmsm 

s. 

[0002] 


[0003] 
[0004] 

«GKK1032<fc-^#£S§*l-t \,\& z t sawn L 

a. -tKh-himmt. wto ( i ) ~ ( 1 2 ) izmt 
(i) sun 

[0005] 
Ut7] 



[0006] [5$*, Hi* (II) 

[0007] 

Ut8] 



(it) 


[0008] ttzltt (III) 

[0009] 

Ut9] 



(ill) 


[0010] (:£tk Wit Ho4f is-ttzimMTil-? 

mt.wnv>2tt&% cot, ita&A ( i ) t^oi tt: 

( 2 ) X#55 (II) 
[00 11] 
[fclO] 
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(It) 


[0012] T*Sit6ST&6 JJB ( 1 ) WD£JI 

( 3 ) X**£ (III) 
[00 13] 
[fcl 1] 



(HI) 


[0014] . RtifllEt |3|«rS>S ) T'flSil 
SStfcS±IE ( 1 ) fB«O£3Stt%f|GKK1032ft-£ 

* [&t\ da) t^a ] i£i2*o&i¥tt 

(4) i(Iaa) 

[0015] 

[fcl2] 



[0016] («(f . RiiKfiefc ) t*3*i 
*^iffitt»«GKKio32fl:^iii [jar. te&h ( I a 

a) i:V^] ifett-t^aSH^WKftSStlft*. 
( 5 ) R#* h *^?&&±fB ( 3 ) * fcli ( 4 ) IB 

( 6 ) Rtffc Fn*^T'*>6±fE ( 3 ) ( 4 ) 

( 7 ) ±ib ( i ) - ( 6 ) wrtiMzimc?>±im 
v&mizmt&mmztmi. tatmbximm 

[00 17] (8) JJB (1 ) ~ (6) WftUrtZ 
t S^vU^A • Xt-y-X ( Penici Ilium sp. ) G 


!(4) 001-247574 (P200 1-2448 


KK1032& (FERM BP- 6 8 34) £tg^L x %CO 
(9) ±12 ( 1 ) - ( 6 ) WTtUFiZ§ffito±l®& 

do) ±ie ( i ) ~ ( 6 ) co^-mfrizimmw 

(11) ±15 ( 1 ) - ( 6 ) «0VvffijWciE»O£S 

(12) JJ£ ( 1 ) ~ ( 6 ) wrtLfrlZsEM<wm 

D«7A ■ Xtf-x-X ( Penici Ilium sp. ) GKK1032<* 
(FERM BP-6834 ) . 
[00 18] 

* ( 1 1 1 > wc, m.7>v-3*iscr>m.T 

CO. mm. X*h)V. xf-/K :rntr/K ^VTaM 
7k ~f^lV. «fV7'f7l\ sec-7f-;k tert-7^-;k 

[ooi9] its® ( i ) osei?wfcifss*i5fi 
«7$ strains, rsyififtantasta^rt-*. ±mm,t 

75->> rxyN-7^>^ //kJ'sylL W/wco 

[ 0 0 2 0 ] ft#fe) ( I ) ifctt-t^a^Wfc 

tih. mztt.<&m < i ) (^>waffifc-3v^sfiH^i. ft 

^* ( i > £&£t hwi^^thm.^mn.zmt 
u mmmwzfcam < i ) spssgi 
^Mt^ft ( i ) zmi-f&ztizj:ixm&zti$>. 
[0021] ft^% ( i ) &4ustt mutt-tim. 
mttxit. ^.-^u^Am^mt. it^m (Di± 
m-mfi*ttmftTbtiii\\iK(m&x'i>m^ 

«i«r«6JMRRaw, xausst, mtmmwmmzxi 
rswa-frfcasw*** wtam&m u^mxh 
ft^ft ( i ) ******* to-raw***! 


[0022] mmzvmzMt ix. *<-isv va • 

Xtf-v— X ( Penici Ilium sp. ) GKKlQ32He#%H t hfl 
*. *H#&*>J;i, ±*J:9«W:t:4MtUfc^^y'> 
ARtJS1-£&#BGKKl0328:#, Ci«4£liSiM£f£ 
Jfl*3ftSfc£ft ( I ) ££m-*^fc£jiUifJU:. 
[0023] *W»^iaHH*«*4*t*ftSa» 

(GKK1032) «±«J:MHtUifcw\ **>tf?«tt 

WiHT^fciJO"?**. 

1 . fcKWfBK 

^jSg«itS=»7HBT'll~16nnn. lg*14B BX22~~Zln 

■wit*. ftswsaiuiRfe^^ofcafcftfeiMt 

*. *K. ^OT(i^U-Afe*>4>^SfeSrSt*. 
[0 0 24] AWi-a •/H-)i^tMSH^ < 
25lCC««tfci:*, *awraii*»BI"C22~26in 
nu 15*140 It'24~30mmtC»t*. Ife&O^HJi+ife 
«ti0cfe&»'i>BSKfe£MU J9IHti$Eaft&*£**. 
4fc. ^W«*fe^fi*!tll* { 1.4>fi*. m&Ogffi 

ttiw«fe*»6Bi«BfttMt*. temnzimmo 
fes*ajt. 

[0025] #a»<9El£WMilO~36.5°C-C\ 32 

•amx-m *> us t*wt* . ±w l a *ph^2~i2 

2. ft^»£ta» 

f^x*x*3*;i2ift£fflvvC. 2rc-C2jfflSHS«L,fci: 

r-a*. 

[0026] fl*fctMM**rU ®1.5~5jum, TJITT 
J: < * . a£?fl»i3Kttfc$r* i t {4=3: < . ffi* 
*»4>*£U 4^±* J *. PSS* 

*Jtt«t*. ^< hH4. *«T\ 
a*V^4^Jg*ML, ft§8~18^m, il2~4AtmTa 
*. 7^7^ mh-y?';«JS-MU ISfe, ¥»-c. 
*S7M0.5/iB, «i*fcJ£v>»iftfctJV^T2.5~3.5/i 
m. ftmHMl . 0~1 . 5u mT'a * . ^-4^14 7 4 754 
Fjt»a»fc£WBJfcSft.*. 4hfe^i0fflflc«4«5ttirt 
4ttJ^T'J> 0 . ^^jjajKtt 7 4 7nST'J> * . 7 

4 7og#£ : ro*ffl)&, mm-~wmmx\ zemmit 

* V *tt«/h$r»R *Mt, E S2 . 0-3 . Ov mT'$> 
*. *««T'l4±^L?t77 ; E;P70^a^$fl. Tl^ 

[0027] tLhcoa^Wtt® <fc 0 . *»^O^ia^6<J 
fiS* r 1f • i?**y ■ *7 • 7ryy>'( • x,-K;H/ 
^f^/^V'tri?'*^- H2RR(The Ge 
neraof Fungi Speculating in Pure Culture, 2 nd e 
d.), Cramer, Vaduz, J. A. Von Arx, 1974^ j Ktfco 

xmiLtzmzk. *a<4^T^«s^xv»j^A 

( Penicillium )jB(CJS^&Cfc^^>7!)'fc^o^. #?g 
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032( Penici Ilium s P . GKK1032) j tifr&U YAH* 

sju 1 HftT\ mm&m^immu^T^xms. 

mm OSM»o<HffBmiTBl#3-?-) t:Si6» 
fFERM BP-6834fcLTSf£U:. 

[0028] *»w<^fc^« ( i ) ±mm<^mmi 
mm. ■smm^-ftiz-hm^m. smut ix 

J4. 7>ua-x. im. r*xhVy. -?y/-x. y 

/U7V-X. 1/J.7U-X. y?h-X. *i/U-X. 

[0029] mmmt txit. mcry*-^ $m 

*, ^7h>\ rtxdfx, Bwx**, &m&. a- 
y • X*- r- v*-. *s», ;m 

iSfM-MJ^ mb&y*A, ore^s^A. ift 

•>a • 8*s, iM^v^, SBr?y 

#y. 8H»IKi^*a»fflB^i*ikj^ 



[0 0 34] R'tttHn^^fcltXh^S/t 

*u wifrfet[3i«T'j>i») 

( I a a ) (4, Gm032A,££J4GKK1032A 2 £. # 
?y x ^oa*;PA^cD^oyy^j§ji. f h7bb'n 

ssl v*)7)v*uwm. \rV)vx.>x}\,ib>fm<wti 


[0030] nmt. mt urnm. mtmmmizx 

0. 2(h~4(TC<9iare4>tt~T^ V&cOpHX'+ibtl 

[oo3i]-r^*>. r-trh-y. xts-ivgomm 
iz£hmwmt<nm!i. &c»#ji9(c.):&tt#g* 

m&z£h$mmziixtt.&® ( i > mrasfi*. 

[0032] ±S3W&n#nte&fo ( I ) ottBWi, 

£tt42B.6ni*03tm^a^fc «t Off 0 ZktfX'Z 
h. tfi. ititffo ( I aa) (4, BHfcfettT, 
£*t4<K*R7^3-^?t$4»T\ S&»gfrfr#£,IK 

*vSSMfcK388$*X.I>. «Ifc.£*iJfflU ( I a 

a) {4. fc<0»6lgfcJ:oTfc«ii*4£ 

a. 

[0033] 
UL13] 



tn 3 
(laa) 


ffivm.. mL<\i2D^c^cr>m.x'^hfi. 1 

[0035] ItiS® ( I ) 

-fk£ft ( i ) ioffifi^^nifcSii-toiiiBis-witf 

4 < . t fcam*>»-c**fc*i.s t # {4ai=5r?s«c}s» 
<r>mm^XT<mimz7rct. 

[0036] 
[«1] 
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81* 



GK103ZAi 


Gffil032Aa 


GKK1032Aa 


GK1032B 



(A 



C0037] mz. K&to ( i ) cDinMaxvimm^ 
mz^xmiwxwntz . 

mm2R<7wmtzm-&&4^ffljkm& (mi o tcov > 

X. A?hHJThy(DIFC0*tgl)3g/l, |*jx*X3g/ 
L s »»X*.Xlg/U 771/3 -Xlg/L s «?cl6g/U0ifijft 
*»6«rft««L(pH7.0)*ffl^TiK«Ri£lcJ: 9l!l5gL 
fc. **>t6ft£SI2ftfc«*. 

[0038] 

[*2] 

82% 


ttttft 


Bacillus snbtilis NO. 10707 

[0039] ft 2ft& J: 0 . GKK1032B(i£i®ftffl£*-t 
ISftW 2 : h h ^^4*±^^a)SHeLa S3l=*f 

O^WmltClSSLJtHeU S3*il!a£#&Uc. WW-Y 


iftfctSffiAfci OftftftftLfrffc^ft ( I ) £10jul-f 

osnx, £ft#A4y*a^-?-T37x:-eigiiU:. 

iS*72WMBtt. XTTSfefeg [J. Immunol. Methods, 94, 
57-63 (1986) ; J. Immunol. Methods, 147, 153-165 (1 

993*5!] x-mfmrnzL. < i ) #mm 
wmmbimt&zbtzx*). wmmcoicsoiv* 

[0040] 
[«3] 

S3« 


fli£ft 

IC60(AK>1/L) 

GKK1032B 

17.7 

GH1032Ai 

31.6 

GK1032A2 

18.S 


[004 1] 83*t i Os ft^ft ( I ) lib b^ftSI 

&**±£ft»::*f ixmmmm i #t s -r t # 

^Sftfc. ft^Hi ( I ) fcJ:tf*<ofta5*WfcSFft3*t 
iftli. flaUlitSSPh fSW, MPL ^n^m a» 

v^il»|{rtaM^N«PWtt4T«4-t* £ k **CS 

ttt&amwam. mm. %&m. mm* mmt 
m. mmm. ?uwmztttxi>^\ 
[0042] m-t&mmfok ixit. mtaem. 

h'Ddrv7"PbVHr;Pn-x. m&&&*.}\/v-x. .* 
y>«*3R*;P>">i>.. x^ry. ^Ub'^Wb-nUF 

>ixxf/K Sftftftft*. £ft£«*. 7Dfi/y 

[0043] fl:^ ( i ) ttz\i*cr)mmmzi>t®is: 
ft***±E*>i«rejflv>*fctt. 9ft, 

ml im. mm. mum. wmm 

*K J: 9ft. ftA-AfcfcO, 

~1000mg<7)©Ht\ - B-mhl v toftA-A&fc 0 - 
Hlco*lM00w«WBT. -B-0a»6*HBP4rt: 
tt#«Pft4S*i4. fcfc*/,. ftlEUsidfciM-ft 
lift^^bfffcri D*****)?. ±ieft4»J: 0iJ«5r 

g£ft£i&S. 

[0044] OTIC. *fKH«*«0l*5<f-. **s. Gl 
T«M5WW t -^ttTK«WlfcJ: OftftUs. 
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VmvXX'l? hlUi£lfi$ftMffi.FW?XX'<.? hfr : 
B#&? JMS-HX/HX110Ag««#ffi3IS 

%mmLxn hfr ■. mmm uv-i6oopcs^i- 
mftm 

mmmix^? v>v ■. h*«-? jir-rfbooisis^ 

Wt^S OH-NMR : 400 MHz, 13 C-NMR : 100 MHz) ; 7" 

ivt- wmmwm^m^m. oh-nmr : 500 mhz, 

13 C-NMR: 125 MHz) 
[0045] 

immm mmmi ■ gkkio32b 

Wffit LX. l-isWA. • Xt'-v<- XGKK1032ft£ 

m\ m-mmt it-? -y is3.#7-h3og/i. ?>\,a 

-AlOOg/U J-Ah**Xh7?h5&/Lt:®&ti-Z> 
iM(pH6.5)^fflV^. 

[0046] aai£&5£ . 5<foii>MWmizMtti 

^25°cx2Bmmtotmuz. z^m-mmm2m 

$r300ml^Hft yyXaizX-o £50ml <9glZat§iffifc5iDl 
-fo(-£fh7 7Xn4#. 200ml)ffi»L£„ SOItSffl 

2<?CT<D2Bfflmt atgSiKJ: Ofrofc. 
[0047] #^ft£&Zaig§|^00ml&30(M§Z:ft 
yyxaizx-y tz ± fSPt#tt50ml (C5ml -fo (£Hv \' -y 7 
;U0*. 2UMU:. ±Mm®tL-ai.. S^?o 
-;*30g/L X?-^-20g/U xt':*;*.5g/U t;Uhxdf 

xh^^MOg/L. y#-5g/L v 

8»^^'jL-X(Hfy h U-ttSS)200ml/L. gmt/Vi"*? 

ti25'c. 7Bm(ov-? y-isx-tj-z'<vMW%mm 

IkSSC: 220rp D i)fcJ:Ofi : -5f l :. 
[0048] ff ^ftfcil&iPgStm*^©^^;: J: 
9±?f£#!iU f#^^±?t^400ialc7)r-<T^^>H 
P-20^7i,(=^^tiS, m^)til^L. 20%*?7 

-;m<?§$iol . x vmx ? j -)vimm . six-im 

tfcflL lOMW^y-M.eL-CjBHlLfc. GKK1032B££ 
tsmftZmh. *?2»fc*RLT. 125ml(0^r^^ 

yHP-20ss^7A(H^b^tS8. XA)(3I8U 70%* 

?y-;Mc$ffi50aiK 80%*^y-;W*jf?g500ml. 

iz/90%*^y-;i/*^sS500mi-ca^, ioo%* ^ y- 

/PSOtal-CaiHiS-fcfc. GKK1032B£-£tfB#£ft#>, $ 
E&Hf*. -Mil (EMUS ZcOoh, 0.2 
niS:HPLC^7A(Develosil 0DS HG-5, IHfrflSWH© 
8Btl0ml/#«)*ftT, 80%T-bh-HJ/M< 
SSteO. tttf) h y 7;^n»K*Jnifc«jBtr»BJSHi' 
T, GKK1032Bfr£tfM#££tf>*:. -KOHPLC^ffl^fcft 
««9iBWfV\ GKK1032B£-£-fcffltt££tf>T}£ES£ 


B*4 ifcCiO. GKKlQ32B&53.2ngftfc . 
[ 0 0 4 9 ] ±iaiS+OGKK1032Bc0^iiJ«±. v 

(GKK1032Bcoa^Wr-^ ) 
tttt : afe^Htt 
MA : 159-161'C 
ft^i : 501 

: CazHagNO, 
FtiBVXX^f h)\s : m/z 
ilfyf 4 7*-t-K : 502 (M+H) + 
4 7*^-1* : 500 (M-H)- 
HftMf®M~?XX'<? h/U : m/z 

f T -f 7*- H : Sl^tt ; 500. 2803 (M-H) - 
C3 2 H38N0 4 1 LTOffSffi ; 500.2800 
itfifefcg: (a) 0 2<> = +172' (c 0.2, CH 3 0H) 
W^mMX^ : Amax(CH 3 0H) nm(e) ; 202 (2 
3,000), 230 (sh. 4,600) 

[0050] ftft&WyLX^? Y)V : i/max (KBr) c 
r 1 ; 3417, 2947, 2922, 2866, 1772, 1711, 1500, 14 
56, 1346. 1234, 1223, 1176, 931, 731 
i^C-mx^ h)l> (100 MHz, Benzene-d 6 ) : S ppm 
(^SJg) ; 200.0 (s), 175.7 (s), 169.8 (s), 159. 
9 (s), 146.0 (d). 138.0 (s), 134.2 (s), 133.6 (d), 
133.1 (d), 132.2 (d), 126.7 (d), 120.4 (d), 114.0 
(t), 92.8 (d), 61.7 (d), 61.4 (d), 60.7 (d), 55.3 
(d), 54.1 (d), 49.5 (t), 45.4 (t), 43.7(d), 42.1 
(s). 41.3 (s), 35.0 (t), 28.1 (d), 27.4 (d), 25.2 

(q), 22.9 (q), 20.6 (q), 20.0 (q), 16.5 (q) 

iH-NMRX^? (400 MHz, Benzene-dg) : d ppm (H 

ft. &nm. &-&im j(h Z )) : 6.91 an, dd, j^.2, 

2.1), 6.69 (1H, dd, J=8.4, 2.4), 6.65 (lH.dd, J= 
8.2, 2.4), 6.53 (1H, br.), 6.34 (1H, dd, J=8.4, 2. 
1), 5.53 (1H, dd, J=17.6, 10.7), 5.24 (1H, br.), 
4.85 (1H. dd, J=17.6, 1.4), 4.77 (lH.dd, J=10.7, 

I. 4), 3.94 (1H, dd, J=7.1, 3.6), 3.73 (1H, ddd, J= 

II. 3, 8.1,5.2), 3.43 (1H, dd, J=12.6, 8.1), 3.13 
(1H, d, J=9.9), 2.57 (1H, d, J=5.2), 2.37 (1H, dd 
d, J=12.1, 9.9, 3.6), 2.00 (1H, dd, J=12.6, 11.3), 

2.00(1H, m), 1.90 (1H, br.d, J=12.1). 1.82 (1H, 
m), 1.80 (3H, s), 1.7-1.6 (2H, in), 1.43 (3H, s), 
1.18 (3H, d, J=6.3), 1.14 (3H, s), 0.89 (3H, d, J= 
6.4), 0.79 (1H, dd, J=11.2, 7.1), 0.63 (1H, dd, J= 
12, 12), 0.54 (1H, ddd, J=12, 12, 12) 

mrntviv??? 4- mm •. o. 25 

mm : HPTLC-Platten kieselgel 60 F 25 4 (X)V9#m> 
mitt : Sffl. 20ft 
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[0051] mt&W 2 : GKK1032AJ ii X t/GKK1032A 2 
W&b L/C. 'Cy'JW ■ Xt-y- XGKK10328c£ 

-X100g/U ^f-^hxdrXh7^h5g/LSrffl^i:-ri, 
*8ifi(pH6.5)fcfflOfc. 

[0052] gaie&5$\ 50ml*SBiWfc:A*lfc 
*HI*ttlOilfc«BU ltt*V2*(£!Wjtt20il) 
£2TC?2BIWRi:3«F*U;. *£ftfcIIM»S*«2 
Oral £ . 300mlgEft 75^3 fcAofc50nl OSSZStgiffi 
fcW"fO('6«-79^34*. ZXMMHfLfc. HZS 

[0053] #fe^HZS^*?g<7)a 90ml£, 2L 
SZ^ 7 5 X 3 C A-o ^300ml^mZStMt30ml-f O 
(£ff77X33#. 900ml)«aLfc. S&Zgtgtft?)fflj£ 
»4»-«»fft«HJfii: R tT&* . mZffltta«i25-CT 
<7)2B^ili: d««fcJ: Ofto*. fc<->*ifc*=WS* 
$05*>. 450ml £\ 5L^4^^>-7r-^ >?-lZ 

*-3», 9L)ttSl,fc. ±«»«ifii: LTIi. va^n 
-7.30g/L, X?-^-20g/U xt'jj-X5g/L, *;H»x* 
*h??M0g/U 3-y-Xr-f-T*- V 
8Bm^'i-X(^y h U-ttS?)200ml/L, ggfcftA'S"? 
A5g/L*»Si:-r*i«ft(pH6.5)*fflV^. ±ftflPftft 
te25°C\ 6Bra^iimJS#tgS(3f|£7)^>-7r-^> 
*-«l3^tt**l<Wl300rpi, 400rpm, 500rpm. M% 

[0054] mtitz3Lm%m.%fr$>m\*>&iz£ 

U 800mlcD^r^^yHP-20^5A(Z^l:^ttS. 

ffi$lttk, l<X)W/wB.2LTi§iiiU:. 100%^^ 

«B?LT» 250ml 74 ^HP^Oss^-MZ^L; 
*tt!L JtOOfcjBJSU 70%*?/-;M«lL 80% 

j*?/-;m«il , <mx?;-)v*.mmu aw 
ioo%^ ? j -Mix-mmta uz . i§a}$£iaETTig 
l , 90%^ ? y-^mmtm^i o gkkio32a, 

tt*Kftltl . 8g£ , 100%* ? S-)\s®&mtt£ *) GKK103 
2Aj t*tf«J«*K2.2g* <t*l«lf|fc. 
[0055] GKK1032Aj &$tifflmmi.7g%'J?&<0? 
an-fc/UMzmM®, 250ml <T>^ U ttflVijyUV 3- 
^C-200, ft£|@6itK)(CjVffU 95:5 ?OD^ 
A/^ ^y-;U-C'^Hi$ni.GKK1032A 1 £#tf®#£m 

<985%7-fe ^h'J ;Mc8ffi(3§Ktt, 200ml Ojgffi D 
^7"';^5A(YMC-GEL 0DS-AQ 120-S50, 7^XX,i^ 
•fttWfcilfcU aHttOil/#tf>*tt?, 85%7-bhx 


KU/W<»irC»aiS*fc. GKK1032A! 

2mHCj§H$^. d^3^>, 0.4ml £HPLM?7^(YMC-P 
ack 0DS-AM SH-343-5AM, WxAx-fttltmiHf 
ft, ffi3£l0ml/#c^#T\ 70%7-fehxHJ/M^T 
JKBS-ST. GKK1032A 1 2r-&trffl^?r*ft^. ^HPLC 
tfflV^Hm**")igLfTV\ GKK1Q32A, **tfB#* 

o. mmmm)izm®L. 99.5:0.5 ?an*/uA/ 

y ^7-;P-C1taj§^SGKK1032A 1 £-£tfB#£ife#>T 
JSffittB* 6 ClttCj: 0. GKK1032A, £ 11 . 5mgf#£ . 
[0056] fij$OGKK1032A 2 ^*tt«|«1Ml2.2gOd 
■«=>0. 5gSrii'-4W80%T-fe hx h UiMcffjfttcjSlftft, 200 
ml^jSffiv'U^^VU^^AtYMC-GEL 0DS-AQ 120-S5 

0. 7-fXAv^aS){CjlifU, ^aiOml/^^frT-8 
0%7-b h-bV JU^mX-mm Itz . GKK1032A 2 Sriftf 

-bVMmUzmffiZltfc. .I^SrHPLC^^ACYMC-Pack 
ODS-AM SH-343-5AM. y^XA^-fttlSX-jillf^. 

aBttoni/^^ftfrT, es&T-tb-b vfrymmx-mft 

GKK1032A 2 S:^B^Srm*T^E^iIt, iP- 

-f—K (PLC plate 20x20cm Silica gel 60F 254> 0.5m 

1. ^;U^a«)fc»liUfc. 1:1 ^-^y/Pexf-;!/ 
■CaBBtt. GKK1032A 2 $-iftf^'yh'$:@#JR , 9. 1:2 ^ 
Ws/mm^frX'ZiiZtiMilt:. WJHYfrtb 
JILTBHfeLfctt, *«*«ffil8!BW-*ii:fcJ:0. GK 
K1032A 2 5r8.2mg^„ 

[ 0 0 5 7 ] =5rfc. ±IBZS+<?)-fL^J ( I ) <?M\ti 

Hfe. *^{±253.6nmOSI^SL«iS^tJ: , 3fTo^. 

[0058] ( GKK1032AJ (DWtt&ltjT- ? ) 

: afeOStt 
MjS : 238-23TC 
frHt : 517 
THP^ : C3 3 H 43 N0 4 
FW^AX^f : m/z 
^r-f7t-H : 518 (M+H) + 
^r^7t-H : 516 (M-H)- 
mftffiti&M-rXX^t b)l> : m/z 

T -f 7*«- H : Mfem ; 516. 3134 (M-H) - 
C3 3 H 42 N0, t VXCOimm : 516.3114 
JtifcftJS: (a]o 19 = +87' (c 0.4, CH 3 0H) 
myWmSLX^ ViV Amax(CH 3 0H) nm( e ) ; 209 (1 
9,200), 225 (sh. 12,400) 

[0059] #^(RJRX^7 V)V : t/max(KBr) c 
m-i ; 3266, 2950, 2924, 2850, 1691, 1603, 1506, 14 
59, 1371, 1222, 1164, 1111, 10%, 1058, 1008 , 954, 

933. 830. 752, 650 


!(9) 001-247574 (P200 1-2448 


i3C-NMRX^.^ (125 MHz. CDC1 3 ) : 8 ppd ($>M 
&) ; 200.4 (s). 172.6(s). 159.8 (s). 146.2 (d), 
138.5 (s). 133.5 (d). 131.8 (d). 130.7 (d), 127.7 
(s), 124.3 (d). 118.7 (d). 112.1 (t). 93.2 (s), 9 
0.6 (d). 60.9 (d),56.6 (d), 56.6 (d). 53.1 (d), 5 
0.7 (d), 49.6 (q), 49.0 (t). 46.2 (t), 45.6 (t). 4 
1.6 (s), 41.5 (s), 28.0 (d). 27.3 (d), 26.0 (t), 2 
5.8 (q). 22.8 (q), 20.9 (q). 19.8 (q), 16.1 (q) 
iH-NMRX^^ hJU (500 MHz, CDC1 3 ) : 8 ppm (Stfh 
ZSm. J (Hz)) ; 7.13 (1H, dd. J=8.1, 2. 

2). 6.94 (1H. dd, J=8.6, 2.4), 6.87 (1H, dd,J=8.6, 

2.2), 6.81 (1H, dd, J=8.1, 2.4), 5.54 (1H, br.), 
5.44 (1H, dd, J=17.6. 10.7), 4.91 (1H, br.), 4.90 
(1H, dd, J=17.6, 1.0), 4.85 (1H, dd, J=10.7, 1.0), 

4.24 (1H, dd, J=7.7, 4.5), 3.54 (1H, d, J=10.1), 
3.26 (3H,s), 3.03 (1H, dd, J=11.8, 5.1), 2.91 (1H, 

d, J=13.1), 2.86 (1H, d, J=13.1), 2.66-2.56 (2H, 
m). 2.00-1.87 (4H, m), 1.87 (3H, d, J=l.l), 1.87- 
1.76C2H. hi), 1.19 (3H, s), 1.18 (3H, s), 1.11 (3H, 

d, J=6.3), 1.08 (1H, dd,J=11.2, 7.7), 0.91 (3H, 
d, J=6.2), 0.80 (1H, dd, J=12, 12), 0.63 (1H, ddd, 

J=12, 12, 12) 

ftflftt : *?/-;k ;nn*MtIS 

S£KJ£: 3**, flQMcRHS 

^a^nvh^7 7-f-(Rfffi) :0.59 

mmmm : 98:2 ^notf/l-A/* 9J-)V 

MM : HPTLC-Platten kieselgel 60 F 254 U^ttil) 

mmxm jjhs, 2o# 

[0060] ( GKK1032A2 <TMtt& Wr- 9 ) 

m. : afeo» 

IbS : 147-148*C 

: 503 
^H L 5e:C 32 H 41 N0 1 
FABVXX^^ h>l> : m/z 
tKvtmT'^-K : 504 (M+H)* 
*#f^t-H : 502 (M-H)- 
MftMmMVXX^? hJ\s : m/z 
tfz/T 4 ft- V : W%M ; 504.3126 (M+H)* 
C3 2 H4 2 N0 4 t LXCOmLm ; 504.3114 
JtSfetS : (a) D 19 = +104' (c 0.2, CH 3 0H) 

hfr : ADax(CH 3 0H) ni(e ) ; 203 (1 
7,400), 226 (sh. 6,200) 

[0061] ffiYUmi^? Y)V: v inax(KBr) c 
r» ; 3275, 2950, 2924, 2864, 1688, 1604, 1507, 14 
53, 1366, 1226, 1165, 1107, 1086, 1058, 1006, 959, 

924, 834, 753, 644 

I3 C-NMRX^^ Y)V (100 MHz, CDC1 3 ) : 8 ppm (£fi 
Jg) ; 200.2 (s), 171. 8(s), 159.8 (s), 146.3 (d), 
138.5 (s), 133.3 (d), 131.5 (d), 130.7 (d), 127.9 


(s), 124.4 (d), 118.8 (d), 112.0 (t), 90.7 (d), 8 
8.8 (s), 60.9 (d),56.7 (d), 56.7 (d). 53.0 (d), 5 
0.6 (d), 49.0 (t). 47.0 (t), 45.5 (t). 41.6 (s). 4 
1.5 (s), 33.4 (t). 28.0 (d), 27.3 (d). 25.7 (q), 2 

2.8 (q), 20.9 (q). 19.8 (q), 16.0 (q) 
'H-NMRX^:? Y)i> (400 MHz, CDC1 3 ) : 8 ppm («#, 

m-Sim J (Hz)) ; 7.14 (1H, dd, J=8.1, 2. 
0), 6.96 (1H, dd, J=8.8. 2.2), 6.92 (1H, dd,J=8.8, 

2.0). 6.81 (1H, dd, J=8.1, 2.2), 5.92 (1H, br.), 
5.43 (1H, dd, J=17.6, 10.7), 4.91 (1H, br.), 4.89 
(1H, dd, J=17.6, 1.0), 4.82 (1H, dd, J=10.7, 1.0), 

4.25 (1H, dd, J=7.7, 4.4), 3.52 (1H, d, J=10.0), 
3.13 (lH.dd, J=12.0, 4.6), 2.95 (1H, d, J=13), 2.9 
2 (1H, d. J=13), 2.90 (1H, m),2.77 (1H, br.), 2.62 

(1H, ddd, J=13.1, 10.0, 4.4), 1.99-1.86 (3H, m), 
1.86 (3H, s), 1.86-1.76 (3H, m), 1.19 (3H, s), 1.1 
7 (3H, s), 1.10 (3H, d,J=6.3), 1.07 (1H, dd, J=ll. 
0, 7.7), 0.91 (3H, d, J=6.3), 0.80 (1H, dd, J=12, 
12), 0.62 (1H, ddd, J=12, 12, 12) 

Il?D?h/77 4-(Rfffi) :0.08 

SH$j& : 98:2 fuujulk/*? 

MM : HPTLC-Platten kieselgel 60 F 254 C*;k?&iS!) 

mmirm sa. ±#&. 2o# 

[00 62] HitetfB : GKK1032A 3 
GKK1032A! (0. 5mg) £0. 1%0 r- U 7/M-Qgf#£-£tfX 
?y-/Mlmmci§S¥U giST12B#fE»fiL*:. mm 

i<ox'j#y^#72*(x'j#^60N. mmv&tM)iz 

iU§U 7:3 ^Vy/Zmm-frXIfc&Uz. GKK103 
2A 3 ££t?B#£lfert?^S£[II?-|>£i(cJ:>). GKK10 
32As (0.3mg)Srff*:. 
( GKK1032A 3 CDMit^T- ? ) 
#?fi : 531 

: C3 4 H 46 N0 4 

FAB-7XX"?.? : m/z 
#i?T<-?*:-Y : 532 (M+H) + 
Wflft-b' : 530 (M-H)- 
nftMWFMlAA^? : m/z 
jK^'t < 7*- Y : MZM ; 532. 3402 (M+H) * 
CjiH^NQ, t LXCDstnm ; 532.3427 
[0063] 1 H-NMItt'<? Wl- (400 MHz, CDC1 3 ) : 8 

ppm §>m&. marfcfn j <hz> ) : 7.13 (ih, d 

d, J=8.1, 2.2), 6.95 (1H, dd, J=8.8, 2.2), 6.86 (1 
H, dd,J=8.8, 2.2), 6.80 (1H, dd, J=8.1, 2.2), 5.44 
(1H, dd, J=17.6, 10.7), 5.27 (1H, br.), 4.91 (1H, 
br.), 4.89 (1H, dd, J=17.6, 1.1), 4.84 (1H. dd, J 
=10.7, 1.1), 4.25 (1H, dd, J=7.7, 4.3), 3.56 (1H, 
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d. J=10.0), 3.50 (lH.dq, J=9.1, 7.0), 3.45 (1H, d 
q, J=9.1, 7.0), 3.01 (1H, dd, J=12.0, 5.4), 2.90 (1 
H, d, J=12.9). 2.87 (1H, d, J=12.9), 2.67-2.58 (2 

H, m), 1.99-1. 87 (4H, i), 1.87 (3H, d, J=1.5), 1.87 
-1.77 (2H, m). 1.22 (3H, t, J=7.0), 1.19 (3H, s), 

I. 18 (3H, s), 1.12 (3H, d, J=6.4), 1.07 (1H, dd, J 


=11.3, 7.7), 0.91 (3H, d, J=6.1), 0.80 (1H. dd, J= 
12, 12), 0.63 (1H. ddd, J=12, 12, 12) 
[0064] 
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